
United States Patent and Trademark Office 



^1 



UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Offlce 
Address: COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
www.uspto.gov 



APPLICATION NO. 


FILING DATE 


FIRST NAMED INVENTOR 


ATTORNEY DOCKET NO. 


CONFIRMATION NO. 


09/940,682 


08/27/2001 


David E. Townsend 


150026.464 


4343 



500 7590 08/09/2006 

SEED INTELLECTUAL PROPERTY LAW GROUP PLLC 
701 FIFTH AVE 
SUITE 6300 

SEATTLE, WA 98104-7092 



EXAMINER 



FORD, ALLISON M 



ART UNIT 



PAPER NUMBER 



1651 

DATE MAILED: 08/09/2006 



Please find below and/or attached an Office communication concerning this application or proceeding. 



PTO-90C (Rev. 10/03) 



Office Action Summary 


Application No. 

09/940,682 


Applicant(s) 

TOWNSEND. DAVID E. 


ami nor 

Allison M. Ford 


Art Unit 

1651 





- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even,if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)S Responsive to comnnunication(s) filed on 02 June 2006 . 
2a)M This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for fomrial matters, prosecution as to the merits is 

closed in accordance with the practice under Ex pa/te Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) 13 Claim(s) 1-7 and 10-16 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) 13 Claim(s) 1-7 and 10-16 is/are rejected. 

7) 0 Claim(s) ^ is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) S The drawing(s) filed on 27 August 2001 is/are: a)^ accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 185(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action orfonn PTO-152. 

Priority under 35 U.S.C. § 119 

12) n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Applicant's response filed 2 June 2006 have been received and entered into the case. 
Claims 1 and 7 have been amended. Claims 8, 9 and 17-24 are cancelled. Claims 1-7 and 10-16 
remain pending. 

Priority 

Acknowledgement is made of applicant's claim for priority to provisional application 
60/228,956, filed 28 August 2000, priority under 1 19(e) is granted. 

Applicant's claim for the benefit as a CIP of prior-filed application US 08/484,593 (now 
US Patent 6,387,650) under 35 U.S.C. 120 is also acknowledged. 

However, applicant has not complied with one or more conditions for receiving the 
benefit of an earlier filing date under 35 U.S.C. 120 as follows: 

The later-filed apphcation must be an application for a patent for an invention which is 
also disclosed in the prior application (the parent or original nonprovisional application or 
provisional application). The disclosure of the invention in the parent application and in the later- 
filed application must be sufficient to comply with the requirements of the first paragraph of 35 
U.S.C. 112. See Transco Products, Inc. v. Performance Contracting, Inc., 38 F,3d 551, 32 
USPQ2d 1077 (Fed. Cir. 1994). 

The disclosure of the prior-filed apphcation. Application No. 08/484,593, fails to provide 
adequate support or enablement in the manner provided by the first paragraph of 35 U.S.C. 1 12 
for one or more claims of this apphcation. Specifically, the current application claims a 
composition comprising a conditionally detectable marker and an aminopeptidase substrate, 
wherein the aminopeptidase substrate comprises a signal moiety that is detectable upon cleavage. 
Claim 7 requires the conditionally detectable marker to be tetrazohxmi red. While 08/484,593 
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discloses a composition that comprises an aminopeptidase substrate comprising a signal moiety, 
wherein the signal moiety can be cleaved to produce a detectable signal, it does not teach or 
suggest tetrazolimn red as the species of signal moiety. 

The only mention of tetrazolium in the application is in the background information, 
wherein applicants discuss the methods of the prior art, specifically Bochner US Patent 
4,129,483, who uses tetrazolium (including tetrazolium red) to chemically detect the presence of 
target microbes, this patent is incorporated by reference. However, while Bochner discloses use 
of tetrazolium red as a conditionally detectable marker to detect target microbes, the parent 
application does not teach or suggest using tetrazolium red in their invention. The mere mention 
of tetrazoliimi (including tetrazolium red) in discussion of a prior art process does not render 
obvious use of tetrazolimn red in the composition of the parent application. It is neither taught 
nor suggested anywhere in the parent application to use tetrazolium red in the composition; 
therefore, it remains that parent application 08/484,593 does not provide support for a 
composition comprising tetrazoliixm red as part of the claimed composition. 

Thus the subject matter of claim 7 is not disclosed in the parent application; however, the 
subject matter of claim 7 is disclosed in provisional application 60/228,956, and as such, the 
effective filing date of the subject matter of claim 7 is determined to be 28 August 2000. The 
effective filing date of the subject matter of claims 1-6 and 10-16 is determined to be 7 June 
1995. 

Claim Objections 

Claim 4 is objected to because in the species E, coli OH157, the strain identifier 
"OH 15 7" should not be italicized. Correction is required. 
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Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-6 and 10-16 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which was 
not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

"An applicant shows possession of the claimed invention by describing the claimed 
invention with all of its limitations using such descriptive means as words, structures, figures, 
diagrams, and formulas that fully set forth the claimed invention. . . one must define a compound 
by 'whatever characteristics sufficiently distinguish it'. A lack of adequate written description 
issue also arises if the knowledge and level of skill in the art would not permit one skilled in the 
art to immediately envisage the product claimed from the disclosed process." MPEP § 2163 

Applicant claims a composition for detecting a target microorganism, the composition 
comprising (i) a conditionally detectable marker; and (ii) a substrate for an aminopeptidase, 
wherein said aminopeptidase is substantially absent from the target microorganism, and wherein 
said substrate comprises a signal moiety that provides a detectable signal when cleaved by 
substantially all non-target microorganisms. 

Regarding the 'conditionally detectable marker' applicant has failed to describe a 
sufficient description of a representative number of species which is required to claim the entire 
genuses of 'conditionally detectable markers'. The claim is dravm to a genus of molecules, the 
genus being all 'conditionally detectable markers', it has been held that in order to satisfy the 
written description requirement for a claimed genus a representative number of species from the 
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genus by disclosure of relevant, identifying characteristics, such as structure or other physical or 
chemical properties, or functional characteristics; furthermore, in the instant case, where the 
genus is extremely varied, it has been held that when there is substantial variation within the 
genus, one must describe a sufficient variety of species to reflect the variation within the genus. 
It is noted that the specification teaches the 'conditionally detectable marker' to be a molecule 
that undergoes a measurable change, such as a color change, when reacted upon by a viable 
microorganism in a sample; disclosed species include Vital Dyes, particularly red-ox dyes 
resazurin, XTT, MTT, and tetrazolium red (Spec, paragraph spanning pages 8-9). 

However, while applicant has disclosed several species of red-ox dyes that can be used as 
'conditionally detectable markers' this is not considered sufficient to represent the entire varied 
genus of 'conditionally detectable markers'. One of ordinary skill in the art will recognize that 
the genus 'conditionally detectable markers' includes any molecule, protein, chemical, or object 
that alters its behavior xmder some conditions, and not under others, can be considered a 
'conditionally detectable marker'. Applicants have failed to even limit the genus by limiting the 
conditions during which the marker can be detected. Therefore, within the genus, as claimed, one 
can interpret 'conditionally detectable markers' to include any chemical, molecule, protein, 
object, etc, that changes any physical or chemical property in response to any change in 
environment. Thus the genus of conditionally detectable markers can include genes that are 
induced to express under certain conditions (i.e. P-gal-lactose); proteins that fluoresce under 
specific conditions (i.e. luciferase); polymers that change state of matter under certain conditions 
(i.e. hyaluronic acid); or even objects that physically change under specific conditions (i.e. Ught 
bulb illuminating upon flow of current through filament). Clearly, applicants' disclosure of 
markers detectable by color change, specifically red-ox dyes, does not represent the extremely 
broad genus of 'conditionally detectable markers' and thus applicants have failed to satisfy the 
written description requirement. 
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Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-7 and 10-16 stand rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Applicant claims a composition for detecting a target microorganism, the composition 
comprising (i) a conditionally detectable marker; and (ii) a substrate for an aminopeptidase, 
wherein said aminopeptidase is substantially absent from the target microorganism, and wherein 
said substrate comprises a signal moiety that provides a detectable signal when cleaved by 
substantially all non-target microorganisms. The target microorganism is a bacteria, yeast, mold, 
fungi, protozoa or virus, specifically bacteria selected from Salmonella, Listeria, E.coli OH157, 
Campylobacter, Staphylococcus aereus, Cryptosporidium or Giardia. The preferred bacteria are 
Campylobacter. The conditionally detectable marker is detectable by a color change, wherein the 
change in color is produced by a biochemical reduction of tetrazolium red. The enzyme is 
specifically L-alanine aminopeptidase; and the substrate is selected from a disclosed group, 
specifically L-alanin-7-amido-4-methylcoumarin. The non-target microorganisms are 
substantially all non-Campylobacter species. The composition further comprises a growth 
supporting medium for target microorganisms, which contains all necessary nutrients and growth 
conditions to support target organisms. 

Claim 1 remains unclear. As amended the claim now requires the composition to 
comprise two components: (i) a conditionally detectable marker; and (ii) an aminopeptidase 
substrate which comprises a signal moiety that is capable of providing a detectable signal when 
cleaved. Regarding the conditionally detectable marker, the claim fails to particularly point out 
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or describe the conditions in which the marker is detectable. It is noted that in applicant's 
response they have described the conditionally detectable marker as a 'presumptive positive' 
marker which reacts with both viable target microorganisms and any viable non-target 
microorganisms to produce a measurable signal; however, the claim does not state this functional 
limitation (reaction with both target and non-target microorganisms) or any other structural 
limitation (such as the conditions in which the marker can be detected or specific formula of the 
marker). Therefore it appears the claim is omitting essential elements from the claim, the 
essential elements being the conditions in which the conditionally detectable marker is detectable 

Applicant's claim 13 stands rejected as being dependent upon a cancelled base claim (8); 
therefore the scope of claim 13 cannot be envisioned. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this OflEice action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in pubUc 
use or on sale in this country, more than one year prior to the date of appHcation for patent in the United 
States. 

Claims 1-6 and 10-16 stand rejected under 35 U.S.C. 102(b) as being anticipated by Carr 
etal (US Patent 5,064,756). 

Applicant claim 1 is directed to a composition for detecting a target microorganism, the 
composition comprising (i) a conditionally detectable marker; and (ii) a substrate for an 
aminopeptidase, wherein said aminopeptidase is substantially absent from the target 
microorganism, and wherein said substrate comprises a signal moiety that provides a detectable 
signal when cleaved by substantially all non-target microorganisms. Claim 6 requires the 
conditionally detectable marker to be detectable by a color change. Claim 10 requires the enzyme 
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to specifically be L-alanine aminopeptidase. Claims 1 1 and 12 require the substrate to be selected 
from the disclosed group, specifically L-alanin-7-amido-4-methylcoumarin. Claims 14 and 15 
require the composition to further comprise a growth supporting medium for target 
microorganisms, which contains all necessary nutrients and growth conditions to support target 
organisms. Claim 16 reqmres the composition of 14 to further comprise antibiotics. Claims 2-5 
and 13 are directed to the intended use of the composition (detection of specific microorganisms), 
these claims recite specific target microorganisms as well as the non-target microorganisms the 
composition is to detect. 

With regards to claims 2-5 and 13, which are related to the intended use of the 
composition (detection of specific microorganisms), please note that in cases where the body of 
the claim fully and intrinsically sets forth all the limitations of the invention, such as all 
components of a composition, recitations that merely states the intended use of the composition, 
rather than any distinct definition of any of the claimed invention's limitations, are not considered 
hmitations and are of no significance to claim construction. See MPEP § 21 1 1.02. Therefore, 
claims 2-5 and 13 are given no patentable weight and have been included in the rejection of the 
claims directed to the composition. 

Can* et al teaches a kit for antibiotic sensitivity testing, comprising a prepared microtitre 
plate which contains active materials for promoting growth of the microbe sample (which 
applicant calls a growth supporting medium which comprises all necessary nutrients and growth 
conditions to properly support growth of microorganisms), antibiotics, and one or more 
fluorogens (See Carr et al, col. 5, hi 7-24 & col 6, hi 4-16). As the fluorogen, Carr et al uses the 
hydrolysable derivatives of 4-methylcoumarin, particularly 7-N-(alanyl)-7-amido-4- 
methylcoumarin, which produce a detectable change in color upon cleavage by an 
aminopeptidase (See Carr et al, col 4, hi 36-50, col 6, In 17-26 & claims). Therefore, in their kit 
for antibiotic sensitivity testing, Carr et al includes microtitre plates comprising growth substrate 
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containing appropriate nutrients and materials for supporting growth of the non-target 
microorganisms (non-contaminating microbes), antibiotics, and tiie fluorogenic L-alanine- 
aminopeptidase substrate 7-N-(alanyl)-7-amido-4-methylcoumarin, which is also considered a 
'conditionally detectable marker' (Claims 1-6 and 10-16); therefore the reference anticipates tfie 
claimed subject matter. 

Claims 1-6 and 10-13 stand rejected under 35 U.S.C. 102(b) as being anticipated by 
Manafi et al (J. Apphed Bacteriology, 1990). 

Applicant claim 1 is directed to a composition for detecting a target microorganism, the 
composition comprising (i) a conditionally detectable marker; and (ii) a substrate for an 
aminopeptidase, wherein said aminopeptidase is substantially absent from the target 
microorganism, and wherein said substrate comprises a signal moiety that provides a detectable 
signal when cleaved by substantially all non-target microorganisms. Claim 6 requires the 
conditionally detectable marker to be detectable by a color change. Claim 10 requires the enzyme 
to specifically be L-alanine aminopeptidase. Claims 1 1 and 12 require the substrate to be selected 
fi-om the disclosed group, specifically L-alanin-7-amido-4-methylcoumarin. Claims 2-5 and 13 
are directed to the intended use of the composition (detection of specific microorganisms), these 
claims recite specific target microorganisms as well as the non-target microorganisms the 
composition is to detect. 

With regards to claims 2-5 and 13, which are related to the intended use of the 
composition (detection of specific microorganisms), please note that in cases where the body of 
the claim fiiUy and intrinsically sets forth all the limitations of the invention, such as all 
components of a composition, recitations that merely states the intended use of the composition, 
rather than any distinct definition of any of the claimed invention's Umitations, are not considered 
limitations and are of no significance to claim construction. See MPEP § 2 1 1 1 .02. Therefore, 
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claims 2-5 and 13 are given no patentable weight and have been included in the rejection of the 
claims directed to the composition. 

Manafi et al teach a composition comprising the conditionally detectable marker L- 
alanine-7-amido-4-methylcoumarin (AAMC), which produces a fluorescent color change when 
cleaved by the L-alanine-aminopeptidase foimd in the cell wall of Gram-negative bacteria (See 
Manafi et al. See pages 823-827). The AAMC is both a conditionally detectable marker and an 
aminopeptidase substrate (Claims 1-6 and 10-13). Therefore the reference anticipates the claimed 
subject matter. 

Claims 1-7 and 13 stand rejected under 35 U.S.C. 102(e) as being anticipated by Tuompo 
etal (US Patent 5,420,017). 

Apphcant claim 1 is directed to a composition for detecting a target microorganism, the 
composition comprising (i) a conditionally detectable marker; and (ii) a substrate for an 
aminopeptidase, wherein said aminopeptidase is substantially absent fi-om the target 
microorganism, and wherein said substrate comprises a signal moiety that provides a detectable 
signal when cleaved by substantially all non-target microorganisms. Claim 6 requires the 
conditionally detectable marker to be detectable by a color change. Claim 7 requires the 
conditionally detectable marker to be tetrsizolium red. Claims 2-5 and 13 are directed to the 
intended use of the composition (detection of specific microorganisms), these claims recite 
specific target microorganisms as well as the non-target microorganisms the conqjosition is to 
detect. 

With regards to claims 2-5 and 13, which are related to the intended use of the 
composition (detection of specific microorganisms), please note that in cases where the body of 
the claim fully and intrinsically sets forth all the limitations of the invention, such as all 
components of a composition, recitations that merely states the intended use of the composition. 
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rather than any distinct definition of any of the claimed invention's limitations, are not considered 
limitations and are of no significance to claim construction. See MPEP § 2 1 1 1 .02, Therefore, 
claims 2-5 and 13 are given no patentable weight and have been included in the rejection of the 
claims directed to the composition. 

Tuompo et al teach a composition for detecting the presence of Gram-negative bacteria, 
wherein the composition comprises a test solution comprising a chromogenic reagent in an 
amount effective to detect the Gram negative bacteria; preferably the chromogenic reagent is a 
tetrazolium salt, particularly triphenyltetrazolium chloride (tetrazolium red), which produces a 
color change from colorless to red upon biochemical reduction (which appUcant calls a 
conditionally detectable marker comprising a signal moiety). Therefore the reference anticipates 
the claimed subject matter. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this OflBce action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-6 and 10-13 stand rejected under 35 U.S.C. 103(a) as being unpatentable over 
Carr et al (US Patent 5,064,756). 

Applicant claim 1 is directed to a composition for detecting a target microorganism, the 
composition comprising (i) a conditionally detectable marker; and (ii) a substrate for an 
aminopeptidase, wherein said aminopeptidase is substantially absent from the target 
microorganism, and wherein said substrate comprises a signal moiety that provides a detectable 
signal when cleaved by substantially all non-target microorganisms. Claim 6 requires the 
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conditionally detectable marker to be detectable by a color change. Claim 10 requires the enzjroe 
to specifically be L-alanine aminopeptidase. Claims 11 and 12 require the substrate to be selected 
from the disclosed group, specifically L-alamn-7-amido-4-methylcoumarin. Claims 14 and 15 
require the composition to fiirther comprise a growth supporting medium for target 
microorganisms, which contains all necessary nutrients and growth conditions to support target 
organisms. Claim 16 requires the composition of 14 to fiulher comprise antibiotics. Claims 2-5 
and 13 are directed to the intended use of the composition (detection of specific microorganisms), 
these claims recite specific target microorganisms as well as the non-target microorganisms the 
composition is to detect; however claims 2-5 and 13 are given no patentable weight and have 
been included in the rejection of the claims directed to the composition, see above. 

Carr et al teaches a kit for antibiotic sensitivity testmg, comprising a prepared microtitre 
plate which contains active materials for promoting growth of the microbe sample (which 
applicant calls a growth supporting medimn which comprises all necessary nutrients and growth 
conditions to properly support growth of microorganisms), antibiotics, and one or more 
fluorogens (See Carr et al, col. 5, hi 7-24 & col. 6, hi 4-16). As the fluorogen, Carr et al uses the 
hydrolysable derivatives of 4-methylcoumarin, particularly 7-N-(alanyl)-7-amido-4- 
methylcoumarin, which produce a detectable change in color upon cleavage by an 
aminopeptidase, which is also considered a 'conditionally detectable marker' (See Carr et al, col. 
4, hi 36-50, col. 6, hi 17-26 & claims). 

While Carr et al does teach that derivatives of 4-methylcoumarin can be used in their 
invention, they do not teach the specific amino acid-containing derivatives that are presently 
claimed. However, it would have been well within the purview of one of ordinary skill in the art, 
at the time the invention was made, to use any of the well known amino acid-containing 
derivatives of 4-methyl-coumarin, including L-alanine-7-amido-4-methylcoumarin TFA, L- 
alanine-7-amido-4-trifluoro-methylcoumarin TFA, L-alanyl-L-alanyl-L-phenylalanine-7-amido- 
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4-methylcouinarin, and L-alanyl-L-alanyl-L-phenylalanine-7-aniido-4-niethylcoumarin TFA. 
One would have been motivated to use any of the well known derivatives and would have 
expected success because the prior art teaches the detectable change in fluorescence is due to the 
cleavage of the peptide bond, which releases the methylcoumarin fluorogen; attachment of any 
amino acid residue to the amido methylcoumarin would present the appropriate bond for 
cleavage. Furthermore, Carr et al exemplify -N-(alanyl)-7-amido-4-methylcoiimarin as the 
substrate, which is cleaved by an L-alanine aminopeptidase; therefore, one of ordinary skill in the 
art would have been motivated to use other L-alanine aminopeptidase substrates, such as those 
listed above, as they are functional equivalents for testing the presence of L-alanine 
aminopeptidase. Therefore the invention as a whole would have been prima facie obvious to one 
of ordinary skill in the art at the time the invention was made. 

Claims 1-6 and 10-13 stand rejected under 35 U.S.C. 103(a) as being unpatentable over 
Manafi et al (J Applied Bacteriology, 1990). 

Apphcant claim 1 is directed to a composition for detecting a target microorganism, the 
composition comprising a conditionally detectable marker that is a substrate for an 
aminopeptidase; wherein the substrate comprises a signal moiety linked to the substrate that 
provides a detectable signal when cleaved. Claim 6 requires the conditionally detectable marker 
to be detectable by a color change. Claim 10 requires the enzyme to specifically be L-alanine 
aminopeptidase. Claims 1 1 and 12 require the substrate to be selected firom the disclosed group, 
specifically L-alanin-7-amido-4-methylcoumarin. Claims 14 and 15 require the composition to 
further comprise a growth supporting medium for target microorganisms, which contains all 
necessary nutrients and growth conditions to support target organisms. Claim 16 requires the 
composition of 14 to further comprise antibiotics. Claims 2-5 and 13 are directed to the intended 
use of the composition (detection of specific microorganisms), these claims recite specific target 
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microorganisms as well as the non-target microorganisms the composition is to detect; however 
claims 2-5 and 13 are given no patentable weight and have been included in the rejection of the 
claims directed to the composition, see above. 

Manafi et al teach a composition comprising the conditionally detectable marker L- 
alanine-7-amido-4-methylcoumarin.(AAMC), which produces a fluorescent color change when 
cleaved by the L-alanine-aminopeptidase foimd in the cell wall of Gram-negative bacteria (See 
Manafi et al. See pages 823-827). 

Manafi et al exemplify L-alanine-7-amido-4-methylcoumarin as ihc substmte, which is 
cleaved by an L-alanine aminopeptidase; therefore, while tiiey do not teach other derivatives of 
L-alanine-7-amido-methylcoumarin, it would be within the purview of one of ordinary skill in tiie 
art to select other functionally equivalent substrates, including L-alanine-7-amido-4- 
methylcoumarin TFA, L-alanine-7-amido-4-trifluoro-methylcoumarin TFA, L-alanyl-L-alanyl-L- 
phenylalanine-7-amido-4-methylcoimiarin, and L-alanyl-L-alanyl-L-phenylalanine-7-amido-4- 
methylcoumarin TFA. It is known that the L-alanine aminopeptidase will cleave the substrate at 
the L-alanine residue to release the amido-methylcoumarin fluorogen, substitution of different 
substrates that comprise the same L-alanine-7-amido-4-methylcoumarin core would be expected 
to function equivalently, especially in absence of evidence to the contrary. Therefore, one of 
ordinary skill in the art would be motivated to use the derivatives of L-alanine-7-amido-4- 
methylcoumarin Hsted above as alternatives to the substrate of Manafi et al, and would e>q)ect 
success in doing so, based on the fact that the functional core structure remains unchanged, and 
thus the derivatives woxild be considered functional equivalents. Therefore the invention as a 
whole would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made. 



Application/Control Number: 09/940,682 Page 15 

Art Unit: 1651 

Response to Arguments 
Applicant's arguments filed 2 Jxme 2006 have been fully considered, but are not found 
persuasive. 

Applicants feel the Office Action has misinterpreted their invention, applicants 
characterize their invention as a composition comprising two separate markers, the first being the 
'conditionally detectable marker' (exemplified as tetrazolium red) which produces a detectable 
signal upon contact with either viable target microorganisms or viable non-target 
microorganisms, the second marker being the 'aminopeptidase substrate comprising a signal 
moiety' (exemplified as the methylcoumarin substrates listed in claim 1 1, especially L-alanine-7- 
amido-4-methylcoimiarin) which produces a detectable signal only upon cleavage by an 
appropriate aminopeptidase which is only found in non-target microorganisms. Applicants 
submit the composition indicates the presence of target microorganisms when the first marker 
(the 'conditionally detectable marker') produces a signal, but the second marker (the signal 
produced by the cleavage of the aminopeptidase substrate) does not produce a signal. Applicants 
argue that their composition is patentable over the compositions of tiie prior art because none of 
the prior art compositions disclose or suggest the combination of detectable markers to detect 
microorganisms. 

Initially, an error is noted in applicants analysis system described above: if a test sample 
comprising both target and non-target microorganisms is applied to tiie composition of claim 1, 
then both the first and the second markers would produce a detectable signal, which according to 
applicants interpretation above, would not indicate the presence of the target microorganism, but 
such woixld be a false reading. Following apphcants' analysis method outlined in the Response, 
the composition of claim 1 would only be effective to detect target microorganisms in samples 
substantially free of non-target microorganism, it would not be effective to merely detect a target 
microorganism, as claimed. 
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However, despite the problems with analysis of the testing system, the claims at hand are 
drawn not to a method of testing, but to a composition per se, said composition comprising (i) a 
conditionally detectable marker; and (ii) an aminopeptidase substrate comprising a signal moiety 
which provides a detectable signal upon cleavage. It is noted that the claims do not require 
components (i) and (ii) to be separate components, thus a single component which can satisfy 
both functional and structural limitations reads on the instant invention. Also, it is noted that 
applicants attempt to define the aminopeptidase substrate by stating the aminopeptidase is 
substantially absent from the target microorganism; however, this limitation is not given 
patentable weight because applicants only limit the aminopeptidase by stating it is substantially 
absent from target microorganisms. It is improper to define one element (the aminopeptidase) in 
reference to another element that is variable (the target microorganism). In the instant case the 
target microorganism is not defined, but rather can vary based on the application; therefore, one 
of ordinary skill in the art cannot immediately envisage which aminopeptidases are and are not 
present in 'the target microorganism' because 'the target microorganism' can be different each 
time. This is particularly problematic because the distinction between 'target' and 'non-target' 
microorganisms is subjective and variable, for 'target' microorganisms are defined in the 
specification as "any viable imiceUular microorganism the detection of which is required to 
determine the quality, safety or other specification of a particular test sample" (Spec Pg. 1 1, In 4- 
6); thus the target microorganism may be changed depending on the specifications of the test. 
Therefore, the limitation that the aminopeptidase is substantially absent from the target 
microorganism is not given patentable weight. 
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Applicants' arguments are considered in view of the above. In response to the art 
rejections appUcants argue that none of the cited references teach or suggest a composition 
comprising a conditionally detectable marker in addition to a substrate for an aminopeptidase; 
however, as discussed above, it is noted that the claims do not require the two components to be 
separate. Therefore, a single component which functions as both a 'conditionally detectable 
marker' and a substrate for an aminopeptidase, such as the hydrolysable derivatives of 4- 
methylcoumarin, particularly 7-N-(alanyl)-7-amido-4-methylcomnarin of Carr et al, the L- 
alanine-7-amido-4-methylcoumarin (AAMC) of Manafi et al, and/or the triphenyltetrazolium 
chloride of Tuompo et al, read on the instant invention. 

Applicants further argue that the compositions of the cited references Carr et al, Manafi 
et al and/or Tuompo et al do not teach a composition comprising a substrate for an 
aminopeptidase, wherein the aminopeptidase is substantially absent from the target 
microorganism, rather the aminopeptidase substrates in the compositions of Carr et al, Manafi et 
al and Tuompo et al are hydrolysable by aminopeptidases found in the target microorganisms, not 
in the non-target microorganisms. This is not found persuasive because, again, the term target 
and non-target microorganisms are subjective; the terms target and non-target are assigned based 
on individual tests, the labels could simply be switched to read upon the instant invention. As 
discussed above, because applicants define '^e aminopeptidase" only in reference to the "target 
microorganisms" (which is a variable) this limitation is not given patentable weight, and thus 
these arguments are not persuasive. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Apphcant is reminded of the extension of time policy as set forth in 37 CFR 1. 136(a). 
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A shortened statutory period for reply to this final action is set to e^ire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will e^ire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1. 136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply e^ire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to AlUson M. Ford whose telephone number is 571-272-2936. The 
examiner can normally be reached on 7:30-5 M-Th, alternate Fridays. 

If attempts to reach the examiner by telephone are unsticcessfiil, the examiner's 
supervisor, Michael Wityshyn can be reached on 571-272-0926. The fax phone number for the 
organization where this appUcation or proceeding is assigned is 571-273-8300, 

Information regarding the status of an appHcation may be obtained from the Patent 
AppUcation Information Retrieval (FAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR, Status information for impublished 
apphcations is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EEC) at 866-217-9197 (toll-free). If you would 
Uke assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Alhson M Ford 
Examiner 
Art Unit 1651 



